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•<; ' « 1 ..atSfS^tgtascggccgctgcgttgcctgcttttgtagctctctggcttctgtacccgtgg €0 

^A]3vi<. i \]m dvaaaalpafvalwllyp W 20 

61 cctctcctggggtcggcccttggCcagttctcagcaggtggctgtacttttgatgatggg 120 

£c^. 21PLLGSJALGQFSA[gGCTFDDG 40 

rc^io^. cca 5g9g c ttgtgactaccaccaggatttatacgatgactttgagtgggtccatgtcagt 180 

* *~T 41PGACDYHQDLYDDFEWVHVS 60 



18 1 gcgcaggaacctcattacctgcecccCgaaatgcctcaaggttcctatatggttgtgGac 240 

€1AQ EPHYLPPEMPQGSYMVVD 80 

241 tcctcaaatcatgatcctggagaaaaagccagacttcagctgcctaccatgaaggagaat "» 00 

81SSNHD PGEKARLQLPTMKEN 100 

301 gacacccactgcattgatttcagttacctgttatatagccagaaggggttgaaccctggc 3 60 

101DTHCIDFSYLLY SQKGLNPG •>•>« 



120 



361 actttgaatatcctagttagggtgaataaaggacctcttgctaatccaatttggaatgta. 420 

121TLNILVRVNKGP. LANPIWNV 140 

421 actggattcactggtcgtgattggcttcgggctgaactagctgtgagcaccttttggcce 480 

141TGFTGRDW3LRAEL AVSTFWP 160 

481 aatg aataccaggtaatat ttgaagctgaagtctcaggagggagaagtggttata ttgcc 540 

161NEYQVIFEAEVSGGRSGYIA 180 

541 attgatgacatccaagtcctgagttatccttgcgataaatctcctcattttctccgcctt 600 

181 IDDIQVLS YIP CDKSPHFLRL 200 

601 ggtgatgtggaggtcaatgctgggcagaatGCtacatttcagtgcattgctacagggaga 660 

201GDVEVNAGQNATFQCIA-TGR- 220 ~ 

661 gatGCtgTGcataacaagttatggctgcagagacgcaatggagaagacatacccgtagcc 720 

221DAVHNKLWLQRRNGEDIPVA 240 

721 cagactaagaacataaatcacagaagatt tgctgcctctt tcagat t gcaagaagtgaca 780 

241QTKNINHRRFAASFRLQEVT 260 

781 aaaactgaccaggat t tgtaccgc tgcgtaactcagtcagaacgaggt tctggggt t tec 840 

261KTDQDLYRCVTQSERGSGVS 280 
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841 aattttgctcaactcattgtgagagaaccacctagacccattgctcctccccagctgctt 9 00 

281 NFAQ L IVREPPR P IA P PQLL 300 

901 ggtgttgggcctacttacttgctgatccaactaaatgccaactctattattggcgatggc 960 

• 301 GVGPTYLLIQLNANS I IGDG 320 

961 cccatcatcctgaaagaagtagagtatcgaatgacatcaggatcttggacagaaacccat 1020 

321 P I II4K EVEYRMTSGSWTETH 340 

1021 gcagtcaacgcaccaacatataagttgtggcatttagacccagatacagaatacgagatc 1080 

341AVNAPTYXL WHLDPDTEYEI 360 

1081 cgcgtcctgcttaccagacctggcgaagggggaactgggcfcgccaggaccaccactgatc 1140 

361 RVL LTRPGE GG TGLPGP P L I 380 

1141 actagaacgaagtgtgcagaacctatgcggacaccaaagactttaaagattgctgaaa tc 12 0 0 

381 TRTKCAEPMRTPKTIjKIAEI 400 

1201 caggcaaggcgcattgcagtggactgggagtccttgggctacaacatcactcgttgccac 12 60 

401 QARRIAVDWESLGY\ NITRCH 420 

1261 acfcttcaacgtcactatctgctaccattacttccgtggccacaatgagagcagggcagac 13 20 

421.TFNVTICYHYFRGHNES RAD 440 

1321 tgcttggacatggaccccaaagcccctcagcatgttgtgaaccatctgccaccttacaca 13 80 

441 CLDMDPKAPQHVVNHLPPYT 460 

1381 aatgtcagcctcaagatgatectaaccaaeccagagggaaggaaggagagcgaagagaca 1440 

461 NVSLKMILTNPEGRKESEET 480 

144 1 at catceaaacfcgafcgaagatgtgcccgggcctgtgccagfccaaatccctccaaggaaca 1500 

481 I IQTD EDVPGPVPVKSLQGT 500 

1501 tcctttgaaaacaagatcttcctgaactggaaagagccactggaaccgaatggaattatc 1560 

501SFENKIFLNWKEPLEPNGI I 520 

1561 actcagtatgaggtgagctatagcagcataagatcatttgaccctgctgttccagtggct 1620 

521TQYEVSYSSIRSFDPAVPVA 540 

1621 gggcccccacagactgtatcaaatttatggaatagtacacaccatgtatttatgcatctt 1680 

541 GPPQTVSNLWNSTHHVFMHL 560 

1681 caccctggaaccacctaccagttttttataagagccagCactgtcaaaggctttggacca 1740 

S61HPGTTYQFFIRASTVKGFGP 580 
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1741 gcaacagccatcaatgtgaccacaaatatctcagctccaagcttaectgactatgaagga 1800 

581ATAI.N.VTTNISAPSLPDYEG 600 

1801 gttgatgcctctctgaatgaaactgccaccaccatcacagtactattgaggcctgcacaa 1860 

601VDASLNETATTITV.LLRPA Q 620 

1861 gccaaaggtgctcctatcagtgcttatcaaattgttgtggagcagctacacccacatcga 192 0 

€21 AKGAP I S AYQIVVEQL H P HR 640 

192 1 acgaagcgtgaagcaggggccatggaatgctaccaggtaccggttacataccagaacgcc 19 80 

641TKREAGA-MECYQVPVTYQNA 660 

1981 ctaagtggggGcgcgCcctattactttgccgcagaacttccccctgggaatcttcccgag 2040 

661LSGGAPYYFAAELPPGNLPE 680 

2041 cctgctcccttcaccgtgggtgacaaccggacctataaaggcttttggaaccctcccctg 2100 

681 PAPFTVGDNRTYKGFWNP PL 700 

2101 gccccccgcaaaggatacaacatctatttccaagcgatgagcagtgtggagaa'ggaaact 2160 

701APRKGYNIYFQAMSSVEKET 720 

2161 aaa'acccaatgtgtacgaat tgctacaaaagcagcagcaacAgaagaaccagaagtgatc 2220 

721 KTQCVRIATKAAATEE PEV1 740 

2221 ccagacccggcaaaGCagacagacagagtggtgaaaatcgcgggCatcagtgctggcatc 2280 

^ 741 PDPAKQTDRVVKplAGISAGI 760 

W^bw-tu. 22si ctagtgttcatccttctcctgctggttgtcatagtaattgtgaaaaagagcaagcttgct 2340 

761 LVF I LLLLVVIVI v"Jk K S K L A 780 

2341 aagaagcgcaaagatgcaatggggaacacacgtcaggagatgacccacatggtgaatgct 2400 

781 KKRKDAMGNTRQEMTHMVNA 800 

2401 atggaccgaagttatgctgaccagagcaccctgcatgcagaagaccccctttccctcacc 2460 
801M DRSYADQST LHAEDPLSLT 820 

2461 ttcaTggaccaacataacttcagtccaagattgcccaatgatccacttgtgccgactgcc 2520 
821 FMDQHNFSPRLPNDPLVPTA 840 

2521 gtgttagatgagaaccacagtgccacagcagagtctagtcgtctCctggatgttcctcga 2580 
841 VLDENHSATAESSRLLDV PR 860 
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2581 tacctctgcgaagggacagagtccccttatcagacaggacagctgcacccagccatcagg 2640 

861 YLCEGTES PYQTGQL'H PA I R 880 

2641 gtggccgacttactgcagcacattaacctcatgaagacatcagacagctatgggttcaaa 27 00 

881 VAD LLQHINLMKTSDSYGFK 900 

2701 gaggaatacgagagCttctttgaaggccagtcagcctcttgggatgtggctaaaaaggat 2760 

901 EEYESFFEGQSASWDVAKKD 920 

ip-ff^^. 2761 caaaacagagcaaagaaccgatacggaaacattatcgcatatgatcactccagagtcatc 2820 

x>t,««;~s T. 921 q~nrak£n.rygni iaydhsrvi 940 



2881 fcggctgtacagggatggctaccagagaccaagccactacattGCaactcaaggcccagtt 2940 

961 WLYRDGYQRPSHYIATQGPV 980 

2941 caCgaaaccgtatatgatttttGGAggatggtgtggcaagagcagtctgcctgtattgtg 3000 

981 HETVYDFWRMVWQEQSAC IV 1000 



3 12 1 gtcgttaggacattcaccttggaaaggaggggctataatgaaatccgtgaagfccaaacag 3180 
1041 VVRTFTLERRGYNEIREVK.Q 1060 



33 61 gaaagagagggtgtggttgacatctacaactgtgtgaaagccttacgatctcggcgcatt 3420 

1121 EREGVVDIYNCVKALRSRRI 1140 

3421 aatatggtacagacagaggaacagtacatttttattcatgatgccattttagaagcctgc 3480 

1141 NMVQ-EEEQYIFIHDAILE^AC 1160 
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3481 ttatgtggagaaactgccatccctgtgtgtgaatttaaagctgcatattttgatatgatt 3540 

1161 LCGETAI PVCEFKAAYFDMI 1180 

3 541 cgaatagactctcagactaactcctctcatctcaaagatgaatttcagactctgaattcg 3600 

1181 RIDSQTNSSHLKDEFQTLNS 1200 

3 601 gtcacccctcgactacaagctgaagactgcagcatagcctgcctgccaagqaaccatgac 3660 

1201 VTPRLQAEDCS I A C L P R \ K H D 1220 

3661 aagaaccgtttcatggatatgctcccacctgacagatgtctgccttttttaattacaatt 3720 

1221 KNRFMDMLPPDRCI.PFIjITI 1240 

3721 gatggggagagCagtaactacatcaatgctgctcttatggatagctataggcagccagca 3780 

1241 DGESSNYINAALMDSYRQPA 1260 

37S1 gcfcttcatcgtCacacaatacccactgccaaacactgtgaaagacttCfcggagattagta 3840 

1261 AFIVTQYPLPNTVKDF.WRLV 1280 

3841 tatgattAcggatgtacctccatcgtgatgctaaatgaagtggacctgtctcagggctgc 3900 

1281 YDYGCTS IVMLNEVDLSQGC 1300 

3901 ccacagtactggccagaagaaggaatgctgcgatatggtcctatccaagtggaatgtatg 3960 

1301 PQYWPEEGML.RYGP IQVECM 1320 

3961 tcttgttcaatggactgtgatgtgatcaatcgaatttttagaatatgcaacctaacgaga 4020 

1321 SCSM DCDVINRIFRICNLTR 1340 

4021 ccacaggagggctatctgatggtacaacagTTCCagtacctaggctgggcttctcatcga 4080 

1341 PQEGYLMVQQFQYL.GWASHR 1360 

4081 gaagtgcctggctccaaacgctcgtttttgaaattgatactgCaggtggaaaaatggcaa 4140 

1361 EVPGSKRSFLKLILQVEKWQ 1380 

4141 gaggaatgtgaagaaggggaaggccggacaatcatccactgcttgaatggcggtgggCGC 4200 

1381 EECEEGEGRTI IH.CLNGGGR 1400 

4201 agtggcatgttctgtgccataggcattgttgtggagatggtgaagcggcaaaatgtggtg 4260 

1401 SGMFCAIGIVVEMVKRQNVV 1420 

4261 gatgttttccatgcagtaaagacgctgaggaacagcaagccaaacatggtggaagccccg 4320 

1421 DVFHAVKTLRNSKPNMVEAP 1440 

4321 gagcactaCcgTttttgctatgatgtggcgttagagtacctggagtcctcatag 4374 

1441 EQYRFCYDVALEYL E]SS * 1453 
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Transfected: - - - + + + 

Antibody: pre cc-K ol-k pre ol-k ol-k 
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1 ATGGATACGACTGCGGCGGCGGCGCTGCCTGCTTTTGTGGCGCTCTTGCTCCTCTCTCCTTGGCCTCTCCTGGGATCGGC 80 

" - 1 MS T TAAAALPA F . V A X. It L L S PW-FZiLGSA 27 

81 CCAR.GGCCAGTTCTCCGCAGGTGGCTGTACTTTTGATGATGGTCCAGGGGCCTGTGATTACCACCAGGATCTGTATGATG 160 

27 Q G Q F SAGGCTF DDG P GACDYH QDIiYDD S3 

161 ACTTTGAATGGGTCCATGTTAGTGCTCAAGAGCCTCATTATCTACCACCCGAGATGCCCCAAGGTTCCTATATGATAGTG 240 

54 FEWVHVSAQEPHYLPPEMPQGSYMZV 80 

241 GACTCTTCAGATCACGACCCTGGAGAAAAAGCCAGACTTCAGCTGCC7ACAATGAAGGAGAACGACACTCACTGCATTGA 320 

81DSSDHDPGEKARLQLPTMKENDTHCIC 107 

321 TTTCAGTTACCTATTATATAGGCAGAAAGGACTGAATCCTGGCACTT'rGAACATATTAGTTAGGGTGAATAAAGGACCTC 400 

107 FSYLLTSQKGLHPGTLHILV B.VNKGPL 133 

401 7TGCCAATCCAATTTGGAATGTGACTGGATTCACGGGTAGAGATTGGCTTCGGGCTGAGCTAGCAGTGAGCACCT7TTGG '480 

134 ANPXWNVTGFTGRDWI.RAEL AVSTFW 160 

481 CCCAATGAATAXCAGGTAATATTTGAAGCTGAAGTCTCAGGAGGGAGAAGTGGTTATATTGCCATTGATGACATCCAACT 560 

161 PNEYQ.VXFBAEVSGG.RSGYXAZDDXQV 187 



187 I.SYPCDKSPHFLRI.GDVEVNAGQNATF 213 

641 7TCAGTGCATTGCCACAGGGAGAGATGCTGTGCATAACAAGTTATGGCTCCAGAGACGAAATGGAGAAGATATACCAGTA 720 

214 QCXA.TGRDAVRNXLWX.ORK.HfC E • D I V V 240 

721 GCCCAGACTAAGAACATCAATCATAGAAGGTTTGCCGCTTCCTTCAGATTGCAAGAAGTGACyiAAAACTGACCAGGATTT 800 

241 AQTXNXNBRRFAASFRLQEVTKTDQDL 267 



267 YRCVTQSERGSGVSNFAQLIVREPPRP 293 

881 CCATTGCTCCTCCTCAGCTTCTTGGTG7TGGGCCTACATATTTGCTCATCCAACTAAATGCCAACTCGATCATTGGCGAT 960 

294 XAPPQLLGVGPTYLLXQLHANSXXGD 320 

961 GGTCCTATCATCCTGAAAGAAGTAGAGTACCGAATCACATCAGGATCCTGGACAGAAACCCATGCAGTCAATGCTCCAAC 1040 

321 GPIILXEVEYRMTSGSWTETHAVNAPT 347 

1041 TTACAAATTATGGCATTTAGATCCAGATACCGAATATGAGATCCGAGTTCTACTTACAAGACCTGGTGAAGGTGGAACGG 1120 

347 YKLWHLDPDTEYEXRVLLTRPGEGGTG 373 

1121 GGCTCCCAGGACCTCCACTAATCACCAGAACAAAATGTGCAGAACCTATGAGAACCCCAAAGACATTAAAGATTGCTGAA 1200 

374 LPGPPr.ITRTKCAEPMRTPKTI.KIAE 400 

1201 ATACAGGCAAGACGGATTGCTGTGGACTGGGAATcCTTGGGTTACAACATTACGCGTTGCCACACTTTTAATGTCACTAT 1280 

401 XQARRXAVDWESLGYNXTRCHTFNVTX 427 

12 81 CTGCTACCATTACTTCCGTGGTCACAACGAGAGCAAGGCAGACTGTTTGGACATGGACCCCAAAGCCCCTCAGCATGTTG 1360 
427 CYHXFRGHNESKADCLDMDPKAPQHVV 453 

13 61 TGAACCATCTGCCACCTTATACAAATGTCAGCCTCAAGATGATCCTAACCAATCCAGAGGGAAGGAAGGAGAGTGAAGAG 1440 
454 NHLPPYTNVSLKMILTNPEGRKESEE 480 

1441 ACAATTATTCAAACTGATGAAGATGTGCCTGGTCCCGTACCAGTAAAATCTCTTCAAGGAACATCCTTTGAAAATAAGAT 1520 

481 TXZQTDEDVPGPVPVKSLQGTSFE'NKZ 507 

IS 2 1 CTTCTTGAACTGGAAAGAACCTTTGGATCCAAATGGAATCATCACTCAATATGAGATCAGCTATAGCAGTATAAGATCAT 1600 

507 FLNWKEPLDPNGXITQYEXSYSSZRSF S33 

1601 TTGATCCTGCAGTCCCAGTGGCTGGACCTCCCCAGACTGTATCAAATTTATGGAACAGTACACACCATGTCTTTATGCAT 1680 

534 DFAVPVAGPPQTVSN.LWNS THHVFMH 560 

1681 CTCCACCCTGGAACCACGTACCAGTTTTTCATAAGAGCCAGCACGGTCAAAGGCTTTGGTCCAGCCACAGCCATC AATGT 17 6 0 

561 LHPGTTYQFFIRASTVjKGFGPATAXNV 587 

1761 CACCACCAATATCTCAGCTCCAACTTTACCrGACTATGAAGGAGTTGATGCCTCTCTCAATGAAACTGCCACCACAATAA 1840 

5 87 TTNX3APTLPDYEGVDASLNETATTIT S13 

1841 CTGTATTGTTGAGACCAGCACAAGCCAAAGGTGCTCCTATCAGTGCTTATCAGATTGTTGTGGAAGAACTGCACCCACAC 192 0 

614 VLLRPAQA KGAPISAYQIVVEELHPH 640 
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fit. 15(2.) 



PQYWPEECMLRYG 

CTGTGATGTG&TCAACCGGATTTTTAGGATATGCAATCTAACAAGACCACAGGAAGGTTATCTGATGGTGCAAGAGTTTC 
CDVXN RXPRICNLT. RPQEGYLMVQQ*Q 

AGTACCTAGGATGGGCTTCTCATCGAGAAGTGCCTGGATCCAAAAGGTCATTCTTGAAACTGATACTTCAGGTGGAAAAG 
YLGWASHREVPGSX RSPLKLXLQV EK 

TGGCAGGAGGAATGCGAGGAAGGGGAAGGCCGGACGATTATCCACTGCCTAAATGGTGGCGGGCGAAGTGGCATGTTCTG 
WQEECEECEGRTIIHCLNGGGRSGMPC 

TGCTATAGGCATCGTTGTTGAAATGGTGAAACGGCAAAATGTTGTCGATGTTTTCCATGCAGTAAAGACACTGAGGAACA 
AIGIVVEMVKRONVVDVFHAVKTI.RNS 

GCAAGCCAAACATGGTGGA&GCCCCGGAGCAATACCGTTTCTGCTATGATGTAGCTTTGGAGTACCTGGAATCATCTTAG 



X P 



MVEAPEQY 



V C Y D V 



LEY 



L E S S i « 

K3TACCTGTTACACT1 



4321 TTGGGTGAGACTCTTTAAAGTGCATCCATCAAGAAACCTGTCCATCTATTGAGCCAGCAGCTGTTGTAC 

4401 GTGCAGAAAGATTTTAATGTGGGGGGTGGGAGACTTTTACATTTGAGAGGTAAAAGTATTTTTTTTATGAAGTTGTGTAT 

4481 CTTAATAAAAAGAACTGAATTAGTTTTTATTACTATATTAAAGCATCAACATTTCATGCCACATAAAATTATATTTAATA 

4561 AGAACCAGATTGAAATGAGAACGTATTGGTGTTTGTACAGTGAACATGCCACCTTTTTCCATGGTTTCAGGTAGTGCAGC 

4641 TACCACATGTT . 4651 



4400 
4480 
4560 
4640 



Cse-a so 

A/0', ^ 



Fib. I^>C3) 



HXSISfX VKS Q TIR ET 



sn l va c qv gq ctoeevsh i 



NAMDRSrADQSmHAEDSLSITP3fflQKNFS?RY- - 



GTES PYQTGQLHPA IRVADLD2HHJLMKTS 



r 



CO v 

# # # & & <5 




28S 



— 18S 



FIG- 17 



€1 



^ AT 



<5 



AT 



>^s OS 



a: 4f ^ ^ ^ 




28S 



18S 



FIG. 18 




FIG. 19 









1 fi 




ncn i >c— 




EGF-R 






MCP7: 


_ 
+ 


+ — 


— -f 


ir 

+ — — 




+ — 






Ligand: 




— + 


— + 


— + — 




— + 


_ 








































1 


2 3 


4 5 


6 7 8 


9 


10 11 


12 








EP-R 




EK-R 




kit 






MCP7: 




+ — 


-% 


+ — — 




+ — 


1 




Ligand: 


+ 




— + 


— -f — 


+ 


— + 





—200 

-116 
- 97 




1 2 3 4 5 6 7 8 9 10 11 12 



FIG. 20 




fig. a/ 



190 — 
125 — 

88 — 
65 — 
56 — 



FIG. 



11 



8000-p 
7000-t 

-i 

§ 6000 

CO 
IU 

t 5000-f- 

o 

m 4000 

DC 

§3000+, 
< 

2000 



1 000- 



£ — '—-—i 



y 




0:00 0:30 1:00 1 :30 2:00 2:30 3:00 
TIME (HOURS) 



Fie., ;u a 



M lll i.i l ! 




FIG. 21D 



LL 



